esp@cenet document view 



1/1 ^-v 



4,l-BENZOXAZEPIN-3-ACETIC DERIVATIVE AND ITS PRODUCTION 



Patent number: JP57035576 
Publication date: 1982-02-26 

inventor ASAKO NORIHIKO; MASUOKA YUTAKA; MABUCHI 

HIROSHI 

Applicant: TAKEDA CHEMICAL INDUSTRIES LTD 

Classification: 

-international; A61K31/55; C07D267/14 
- european: 

Application number JP1 9800099003 19800718 
Priority number(s): JP1 9800099003 19800718 



Report a data error here 

Abstract of JP57035576 

NEW MATERIALS, 1-Benzoxazepin-3-acetic derivatives of formula I [R, R1 are H, lower alkyl, phenyl; 
R2 is H, halogen, lower alkyl which may be substituted with nitro or hydroxyl groups, aralkyl, formula II 
(n is 1-3; R5, R6 are lower alkyl, heteroring forming along with adjacent nitrogen atom); ring A may be 
substituted with halogen, nitro, lower alkyl or lower alkoxy] or their salts or esters. EXAMPLE:1-Benzyl- 
7-chloro-3,5-didhydro-5-beta-phenyl-4,1-benzoxazepin-2(1H)- one-3- acetic ethyl ester. USE:They are 
used as a tranquilizer or synthetic intermediate of medicines. PREPARATIONS compound of formula 
III (R3 is H, lower alkyl; R4 is H, lower acyl) is subjected to ring-closing reaction and, when necessary, 
the product is hydrolyzed to give the compound of formula IV among compound of formula I. 
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ffM^fl 3 O^BOTMT^i. 
»**«c*&fc* 3 - C 2 

3.20 ( 3 B 1 -Mil . >B-CB S > 
*A0 . 4gl>^/-^60rf|C»gU * 

L-f r?***. urn? * sr-> 7 -r -t£j£t 
as* u ut 1 1 * r 

*. amies****.. »M**-*Ti*»-rA. 
ttW«**5fea% p^A-eftlfcu 
T»«* »3fe LT » feiT.* tt* * * y - a- 3 

0 mtKfzm-tz. x»mKvm* nn2.3g 
**>t* mtspsw*! kjs»:*»ib 
U ***£♦ »w«* 

*ft . IfcfcSK «**«** £ 7 - * a a - 

3 . 5-fKKD-J-;f^-5^ - 71= A 
-4,1 try -2 ( IH)-* 
^-3 «-»Mx*-*'©l*A**&. BW**A* 

MA 18 2-1 8 4C 

C fi0 flE030 4 Cl 
ttXU : C 64.20S B 5.39S IT 8.751 
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CI 9.49 

£Ettt: C 64.11; H 5.43s H 3.72; 
CI 9.97 

S|x7^( 4 O : 1 ) T»ttJ«*l*«^^fe, * 
■j*8 «,5^i8A5mOfl^bO . 5 

ft*. ^tafte^^oteAo . est***. 

MA 98~99t3 
5£*£fT* C £ oH£o*0 4 Cl 
ff*«: C 64.25; H 5.89S IT 3.76; 
CI 9.49 

mvm : c 64.11; b 5.18; ir 3.76; 

CI 9.43 
7 - *a- o-3 , 6-^tKo-| - 

5^-71 = ^.4 , i — :^y**«*-tf bTy- 

2( IH)-jr>-3i -fil****-*'. frXe/7 
a » - a , s-J'tKo- ] - jc^^~ a £ 
-7i = *'-4 . 1 -Ky/*#fV 2 { 

( ) 3 8 7 . 3 6 9 ( M + ) 

3 «,6l* 

I 730<-C00£t ) . 1 660OM CO-i 

r-^oc-'3 . 6-*H£ KP- 1 - (2-7 
:c=iux*-*/> -60- 7 :c = A"- 4 , 1 -"<x 
tfV- 2 ( IE)-*y-8i 

1 - ( 2 - 7Jc = A'X*-*') - 6 fi -7X = ^- 
4, l-^y/**t*^y-2( 1 H > 
- 3 fi 

4-^»«»-2-( a-CKo* 9"Z>t?A' ) 
T = 9 y4gt^B»^y60iflC»iU 

7i-f7tW » 9 K3 . 1 gfr 2 

o^wicasT'f*. bh»7- h 9 

* a -cifc*u ******* 



1MH57- 3557603/ 

i h ) — * y — z & -»a*^^o«a 
£H*©Hf*K:x£ 3 -c i- ( 2 --<//^ 

-4_^O07XS*') - K -JC + AslJ m * 

172O(-C00Et>. 1660'OBCO- > 

1 . 1 2( 3 H » Htttt . M-CHz-CHs) 
3.40C 2 H . #ff* . y-CHg-CHs) 

MA 1 0 6—1 07C 
X***f« C2iH a£ K0 4 Cl 

ft**: C 65.081 H 5.72; H 3.61; 
CI 9.14 
: C 66.12; B 6.79; H 3.69; 
CI 8.92 

T**-A'-4-^«»«"-2-< « - t K o f« 
yfA') 7 = 5 S'OJSAS . 4 g^i, 

I88-I.40t 
5£*£*Tff C £ iHi 8 H0bC1 

ff*tt : c 71.68; h 6.16; ir 3.98; 

Cl 10.08 

Xfftfi : C 71.82; H 6.26; V 3.98; 
Cl 10.37 

( n/o ) 4 6 3- . 4 6 6 ( M + ) 

4gox- r ~mm*mT-t&. . 3 p^mee;^ 

£nS****U ffM**-A-8rf-C3**U 

. 3* . 1 6#*S*4t7-h 9 9J**»mi .'8* 

*x fv)-4-^PP-2 - ( l-tF«*f 
<yV» 7=9>OHfttt4 gm. 
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2 .62 ( 2 H , #mit . -CH£ph). 

3 . 18 ( 2 H , . -HHCH2«r ) . 
5:40 ( 1 H . — Sift. -iHOH) 

o o ■nog* u m^8 8 taut* 

/if ^i7r/V2 . 3 g . S?^arp>t#y3ar 

jntm» 3 

-CI-C4 op- 2 - ( m - C Kp*S"< 
>^)'7xi^)-f-( 2 - 7X = ^if 

3400<OH). 1720C COOIt). 1660 
OlfCO). 1620C-CH-CH-) 

ccmhtiitto&to* s-"B owe 

3 -KeKtMU ***>Jt-c 

( ■ ) 4 6 3 , 4 6 5 ( M*> 

) - 3 . 5 - 5>fc Ko- 5 £ -7i = ^-4 , 1 
-Ky/^^fetf^-2( 1 H )-*>"- 3 « 

-7Xx^-4 , 1 -/ tfy- 2 ( 
1 H ) -*v-3f -HMftx^effift 
L*3 - ( 

4 _ ^ a a 7 1=.^* -< ) T ^ 9 MB ^ 

1 0g^^; - -V 1 5 0 rflCRM U 

*tn^#a*^^-c»m uv **** «t h f 

( « - t K p * y^A') - 4 - ^00731 = 
*0 T ^ 9 ^S^f-^OHA 7 . 6 



1WW357- 35576(14) 

f*y'*1 50gt^T»?^^P^^'7 
4-T&m-tZ>. ^xy-#«xt^(50: 

- ^ u a - 3 . -(2 -7x = 

) - 6 0 - 7X = ^- 4 ># 1 -^^y* 
2( 1 H )-i-y-3^ 
>^OteA2 . 4gtff4. 
fil A 1 3 3 *~ 1 3 5 C 
%%&mm C 27 B£6H0 4 C1 

: C 69.89i H 5 ,65! M 3.02 I 
CI 7.64 

9HM : C 70.01; E 5.65; V 2.94; 
CI 7.80 

^>\s>x * ^x>-»aif^{ 2 o : i > x» 

|bU77^ByH, 3 -,5 0*©«M**2 

. i g*a&. 

1735< COOBt). 1660OHC0-) 

( »/• ) 3 5 9 . 3 6 1 ( M + > 
t Ct» feitfceA 6.5gt^!)^y|Brf 

a»7-h Hirm » 

* * K-Mt* 1 . 7 g .V* f^A'AT $ K5 

1 0 4WBK*T-**. <* £>*C 1 1SM* 

ft** An**-***. 
4i3-Ct-C2-( a -T* h * J/K^t'A 
) - 71 = ^) - * - ( 

©fctt* 1.8g 
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0.98C 6 H .• Hli . -M(Q^gCg a ) 2 ) > 
1 . 28 ( 3 H , Httt • COOCH2CH3) , 
2.52C 4 H . B£fe • -M(fflgCg3) 8 ) . 
4.20( 2 H , QXS • COOCggCHs) . 
6.68< 2 H . =OOrtM . -CH«CHr) t 

A. »«*^t£W8l *ft* jme 

j;^an>^fy^>^y-^( 40 : 1 ) $5 

/?-7jc = a*-4. 1 "-^y/^^t-tf 2 
(IH)-*y-3 «-»***-*r©*SAO . 4 

I22-I24C 

. 1 o«f©*i£K: v 1 * -*&<tt t * * 
1 H-*«ri«»4iLTai«^iA:, *r*#* 

&K#\to*th. »A***U *ft**±a . 5 

-i'tKo-l 4 . 1 -<y/**f 

4f try- 2 ( 1 B ) 3 

B&A 6I-66C 

: C 1 eHi 5 HO 4 -3/4H 8 0 
ft**'- C 57.941 B 5.87; ff 0.68 
^•Ht : C 67.96: H 6.781 » 6.69 

1706. 230O~8000<-C00H> t 1660 
OHCO-) 

2-7S/^y 1/ A'T A' 3 — A' 1 . 2 3 g . 
;po^^4 0 ► 9 * 

;p5 K</lt/H.^f^l . 8-8%^UT^ 



lffSflS57- 3557$ (15/ 

ft*ft: C 66-42;- H 6.811 ff 6.10; 
CI 7.73 

9*1**: C 66.602 H 6.711 H 6.231 
Cl-7.77 

-3V*-C*? ax> * * 2/ - * 0 / (. 20 : 1 

tttoo . 8 & zm&.Q-&xkLxi$ik<L'tz. 

135-13; 

X*£*ftt C25H31H2O4CI; I .6(C00H>b 
tt*«: C 56.60; H 5.77; H 4.72; 
CI 5.97 

mStU *. C 66.83S H 5.73: V 4.461 
CI 6.04 

3,6-t^tKa-l - > *"A*- 4 , 

y**«r-tf tfy- 2 ( 1 B ) -*y-3 -6Vflt© 

4 . 1 -Ky/**t<^y-2 < 1 H ) 
-*> r 3 -m**-*^ g,>/y-*;20i< 

ft. 3 - c h - ( 2 - t kp 

ha 1 3 5 . 5 — 1 3 6 1 

C X 3Hi6tf0 4 
ft*tt : C 62.231 fl 6.061 H 5.61 

C 62.79S fl 6.02; B 5.81 
t tT«*>*L*teA 1 g*x^/-^60W|C 

fcttStt^TftlAR***. 3 
2 ( 1 B ) -*^-3 -ftftJt^-^OteAO . 1 

BtA 9 6. 6 — 9 6 C 
%X»#f« CisRi S V0 4 
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IHHT: \C 62.63; H 6.05i If 5.61 

.» 

**Hi: C 62.651 B 5.97; IT 6.83 

1 . 2J ( 3 H . =Mt , -CHg r CHs ) . 
2.5-3.4C 2 H . . -CBa-CO). 

4. i5( 2 a . am . -ch 2 -ch3), 

4.f^.l(3H,>li, O-CHg-0. 
*ItfO-CH-CH 8 -). 9.45( 1 H . — ft 
It* -»H-) 

1 3 . - * +&> 
-4.1 *-9"X}£ 2 ( l H ) -* 
>~ 3 -Kttxfii/Oijfi 

2 - C a - t KP#yxf^) T=yy3 .2 
8 *»6 0«OC##U ^W^K K2 

as*- > f ntwin. 

> f-*'- 4 . i -^y/**tV^y-2 ( 1 h 

JSft^L 1 I 8~1 2 Ot 
%X0*f* C21H2SHO4 

ttXft: C 71.37S B 6.56S H 3.96 
C 71.191 H 6.56; M 4.11 

7ir*)-3.5-ftKB-4, 1 

2 (1H)-*y-8 -ffRxf 

As 

-2 - ( Kp* y<y^ ) 

7=H^«K *Ji«/7±ffl*©!ftftrKJt£ 
S - yj'A'- 4 - ^ a n — 2-( 2 - ^ a a - « 



teV&t L/CH-Kyf*'- 2 - ( « - 1 

3 4 0 0 ( 0 H > 

iKmm u kbi*** Mnag taut. * 

^x^r A*4 . 7 &*PL-r-Z>lBJL&. 4 00** 
* t 3 - CM Jy^-I-C2 - ( « 

«fc*»JR* -< * »■ ^ : * 1 

3400C0H). 1720(COO*t). 1660 
OHCO). 1620(-CH«CH-> 

OrfKlMfU *«***JH . 2gmSfi 

»ttx^-cfcmu urn* aw**®* 

fit, 1 --<y^-s . 8-S>fc K*-6- 
8 400 ( OH ) 

in/*) 357. 369. 361 CM+) 
OWlfEKX}* 7T>«^ii!l K*/xf-^x7 

r^tSE^-^&ttfCX^ 3 - C h-^^ 

-I-C4-^pp-2 ( 

3400 (0H). l720(C00Ct). 1660 
(>»C0>. 1620C-CH-CH-) 

fitA 1 2 6—1 2 7 C 
%Xd*f* C26H23HO4CI 

ft**: C 64.47} H 4.791 H 2.89; 
CI 14.64 

9?**: C 64.67; H 4.66; V 2.91; 
CI 14.61 
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xmm/y. 

4 . 1 -^J^* **4f If 2 < 1H 

i.6o< 6H . -an. x££ ) 

. as?: Ms omeKmmu * 

yxr^rc-KI . 1 8 MM.* *»T***< 

*. saw*******, ©n^^-ciamu 



11181857.- 3557$ 07) 

Lt'l-Kyi^^ - 2 - ( a - e Knt^-fyr 
»^)7=Jyl .3 8^&ii&. 

a 3 a o ( oh > 

i.oo< 6B . -Kia . x™ 3 > • 

CHs 

4 . 1 8( 2 H . — MB ,-MHCH 2 ph ) 
0rf)CJg*U »ni . 2 a $:2d 

x^j^xjxr^O . 8g , %?9* o > ^ y 3 Oof 

3400 (OH). 1720(COOEt>. 1660 
OHC0), l620(~H f C«CH-) 



0 wtKmt* U «»* ^il .08 

6.6- i^>>jir-'4 . i -^yy^-^-rWf 

-2 ( 1 H ) - 3 *-0 .68% 

am: i o 6 — i b 6 c 

7C*0*f* C22H25HO4 

lt*«: G 71.911 H 6.86; K 3.81 
*§ttf : C 72.031 H 6.83s M 3.61 

3, 5-ftKa-5, 5 - 4~ A* — 1 - / 
y/P 4 . 1 -K>/**t^»fy- 2 ( 



3 4 0 0 ( 0 H ) 

c Kp*y-( yrs <*o 7xr^) - f - 

3400(0H). 1720( 00081). 1660 
(>HCO). *620(-CH°Cfl-) ' 

1730( COOEt) . 1670OHC0) 

******** : * ecu 
1 .0-1 .a ( 12H. 0mm . xgg t 

-CHgCHs t >CHCH 2 C0OBt £ 
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>CH-CHaCOOet ) 
( ) 3 I 9 ( M + > 

mmm a/. 

3 . 6 -s>fc Ka-i - Y y/s 0 . 5 

** = *'-4 • ■ 2 

( 1 H > 3 -H****-*'©** 

HA 1 1 9~f 20 C 
( i/i ) 2 7'5(M*) 

ttT»fe*:*:<td*ic % ****** 



HfflBS57- 35576 08) 

( «/c ) 3 1 7 ( M + > 

y ro kTa^* jf/<-*V fir; g V»x 

3350 (-0H). 1720(-C00Kt). 1660* 
OH-C0-) 

lb*****. 

HA I69-I70C 

5C*#*r* c a8 H 29 iro 4 

If Jiff: C 70.82: H 6.591 H 3.16 
9W« : C 70.94; H 6.62; V 3.53 

( ) 443 (M + ) 

K3BA * » # ^WP* 



****** 

i. *ff«a» 

ffl & 5 5 V- « 3* ■! SB 9 9 003 



2. &«fl<Z>£ffc 

4,1 - 3 

3. flDjE*-r*« 

wtoraui tt IF HI HA 

IK i»i A: Pi i|f 0£ l< JEI « Br 2 T M 27 £ It 

* * (293) * ui $ AA :i: X A £ *t 

fC 2* i j ffi fl l Jk 5 ftfl 

* J* w a * 

4. ft m A 

i\\ »li * WW eillK I- \ 4'W2 Tl 117*85** 

* in a aa i: x <* * >t a p< i: # rt 
a- r, im\:(sm) W ^ 

MUi/EI&'A: mJMKKX) MI M 278 2 2 V 9 



c lion* 

<D B*** 6 *J(* 1 6 fTOlllCJStTOJE* 

**A**. 

( >*T& 6 > 
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x — A/ - 1 -4 V 7 o tl * - 4 \ 1 

f^e> - 2 (. 1 H -H*fc**A'0 

**X 1 0 0 *> §1* 3 7X1 rf— r 

- 5 - 7 o u / 7 x / > 1 Of, *#x -r" 

am o o rfofcfct^L^ojnA-tw < o Jo** 

A* f 9- is 13 * - As - k - ? x> o T — V \ 2 9 
ft A 1 1 2-1 Mt 

0.7 5 / frto*. **T* 

9 Mi- M)n0.37 FtM4o 3 0 t>«U R 
X*^4Tf« C 32 H 28 C/N04. 

tf-#tt : C .7 8.0 6 ; H 6.9 6 ; N 2.6 6 I C£ 6.7 4 
.: C 7 8.28 ; H 6.27 ; N l& 9 i C/7.08 
**#! 2 8 

1-^>v?^-7-;bo-8 , 5 - J? t K o 
-5 , 5-i?7xx*,-4 , 1 

tr>-2 cm -»»^^^o*fi 

1 5 8 ~ 1 5 9 r 
X**tfT* C 33 H 28 C/N04. 

: C 7 8.0 6 » H 6 J 6 i N 2.6 6 ; C£ 6.7 4 
£ftH : C 7 8.2 1 J H 6.2 7 ; N 2,5 if ! C/ 7.0 8 
**M2 4 

1 - ^ 8 , 5 - v? t Kd-5 , 6-5? 

7 x x - 4 , 1 + xf > - z ( 1 

H ) - * > - 8 -Mfcx*-*em 



»HB57- 35576 09; 

t7 if w - 2 - 5/ 7 x x /V / ^>^^tTx/*-4 - 

7 o or - y 2 f frjiio 

ftj& 1 0 8 ~ 1 0 9 tc 

K *y xf-H^xx^^ 1.2 / > 
E£«tt*flfcbMU 

t3-CN--f^otf^-N-( 2 - i/ 7 xx 

A' / - 7007XXA/) * 

/« * ^ ) 7 ^ 9 rf/fcx** 2.5 L 
T#i 9 *tttt*2. 6 ffcx*7-*30rffc« 
*U V * A LI f *1»JU S»T*S* 

TtttfJtio J6ffi***£;s ItftflU 

t4i7-;oo-3 ,5-J?cFo-5.,5- 
>?7xi^-l--( , 1 t > / 

* +ir-tr tf > - 2 ( l h ) - - s -»*x^ 
*fc«2 2*C>^Tffl^k*V*: 2 - 7 : / — 6 

-^oo^>y7x; vo^b^fc, 2 - r 5 / 
-<>'/7xV>fc N r * »- > ©ftfc> i> *C-<> *T 

ft* 189-19 It 
C a8 H 80 N0 4 

It" JIM : C 7 8.1 8 » H 5.9 5 i N 2.8 5 

Xlkm : C 77.89 ; H 6.8 1 i N 2.78 

m*m 2 5 

5 - i/.7 x x /v - 4 , i - ~?> y 

-70 o^>'/7x/>©^bDKx 2-7;/ 

^^-r / >t-t*i-enffl^, ^it« 2 2 1 mm<o 

1 6 6- 1 5 6 r 
CaaHssMO^ 
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th## : C 7 6.9 9 ; B 6.8 8 ; N 2.9 0 
*§t# : C 7 6.8 0 ; H 6.5 6 ; N 2.9 1 

5 - t F. a - 1 -4 t 1 - *< > 

/**«r-*re>-2( 1 H )-3f>-8 -jft** 

V y * Jfc^fc* % 

e a* - 2-( 2-?oo-«-e Fo aO 
~ 4 ->» or- 9 > 2.8 fttttt*iLt^ 9 

1. 1 6 f + Vfi «W*> 2 0 *IC>* 
U ***** MJMMf ±lRA_1tt&mk^ 



lf*C57- 3557630) 
2***. EE*** 2 0 rf<r*Jt-C'8Bflfe 

it**. * * / * >*9*-r&t. s - 

C N - / V :/ o tf/u- N-(2-(2-^oo- 

« - t pDf> )^>$>A'-4*-^» o7X — A') 

* a-x« * A » 3 T * 'J *f/H.« ft tttt* 
t l.Tfti,, ******* ✓ -A* 8 0 *#C*» 

sifrWfc, l o o rf©***o;t»e*** *-TttW 

7-^oo-5-( 2.- ^ o » 7 x =. A* ) - 8 , 

( 1 H j - t> - 8" -****■*✓ 1.6 f ***** 

xxn^: » I. -1 1780 . 1670 

Jt**^* h^: (V e ) 486. 487, 489(11+) 
*** 2 7 

7-^oo-6-( Z - ^ o p 7 A' ) - 8 t 
5 - S> fc P o - l - 4 , i - kv 

It* * > - 2 ( 1H ) - * > - 8 - Bt* * + A*© 
** 



-^oo-«- K K o j; ^ ) _ 4 _ ^ D 

o T - 9 ><Oft »> K\ N — / ^* A^ — 2**( 2 - * o 

o-i-t Fo + A^) - 4- ^oor~ 

»;>**^ % aao**ic ID !*)«**&. * 

A tt * T X ^ U * - © ft *'* x * & 

Xf*).iU|(7SF) 
**X^* h A- : 0V C ) 4 07 . 409 ,41 1 (M+) 

ppm 

8.4 2(1 H ,N-CHa> . 6.98 6.2 0 (1H ( 
C 8 tt©** ) j 

J6t _t 
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